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DETAILED ACTION 
Status of the Application 

1. This action is in response to Applicants' response filed on June 30, 2004. Currently, 
claims 1-10 and 12-13 are pending and are rejected herein. This action contains rejections that 
are not necessitated by Applicants' amendments and therefore, this action is made NON-FINAL. 
Furthermore, the 102 rejection of Kusher has been withdrawn in view of Applicants' argument 
that Kushner does not teach, "introducing a plurality of candidate agents." Any objections and 
rejections not reiterated below are hereby withdrawn . 

Claim Rejections - 35 USC § 102 

2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(c) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language, 

3. Claims 1-4 and 6-9 are rejected under 35 U.S.C. 102(e)(1) as being anticipated by 
Glimcher et al. (USPN 5,958,671). 

Regarding Claim 1, Glimcher teaches a method for screening for an agent that 
modulates transcription factor activity, comprising: 

(i) providing a cell comprising a transcription factor of interest and a vector comprising a 
binding site for said transcription factor of interest operatively linked to a reporter gene; 
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(ii) introducing a plurality of candidate agents to said cell; and 

(iii) determining the activity of said transcription factor, wherein a change in activity 
between the presence and absence of said candidate agents indicates the presence of an agent 
which modulates transcription factor activity. See cols. 3-4, 6-19, 31-34 and Examples 1-7. 

With respect to step (ii), see e.g., col. 4, lines 15-31 and lines 54-64; col. 8, lines 42-48; 
col. 12, lines 1-46; col. 12, line 62 to col. 13, line 6; col. 18, line 61 to col. 19, line 1; col. 34, 
lines 22-33; teaching methods for screening for a plurality of compounds that modulate the 
expression and/or activity of the transcription factor in a cell. 

Regarding Claim 2, Glimcher teaches the agent can comprise cDNAs. See col. 3, lines 
53-57; col. 8, lines 61-66; col. 12, lines 1-33; col. 13, lines 7-14; col. 13, line 55 to col. 14, line 
58; col. 18, lines 30-51; col. 20, lines 49-55, col. 33 and Examples 1-3. 

Regarding Claim 3, Glimcher teaches introducing into said cell a control plasmid 
comprising a constitutively expressed gene to monitor transfection efficiency. See column 5, 
lines 29-61 and Figures 3-4, for example. 

Regarding Claim 4, Glimcher teaches the reporter gene is a luciferase gene. See col. 32, 
lines 22-28. 

Regarding Claims 6-7, Glimcher teaches the activity is inhibited or stimulated. See cols. 
3-4 and 8-19, for example. 

Regarding Claims 8-9, Glimcher teaches the cell can be a mammahan cell and the 
expression vector is a mammalian expression vector. See cols. 9-11. 

Glimcher also teaches the agent used in the claimed method can comprise a variety of 
agents, including nucleic acids encoding proteins (see col. 3, lines 53-57; col. 8, lines 61-66; col. 
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19, line 15; col 20, line 49-55, for example), including cDNAs (e.g., col. 12, line 33-36, for 
example). Furthermore, Glimcher teaches a variety of reporter genes are known in the art and 
are suitable for use in the claimed screening assays. See col. 32, lines 36-42. 
Applicants' Arguments 

Applicants' argue Glimcher does not teach introducing a plurality of candidate agents to 
the cell. See page 6 of Applicants' response. Furthermore, Applicants' argue Glimcher does not 
teach the limitations of Claims 2 and 3 and newly amended Claim 10. 
Response to Applicants' Arguments 

Applicants' arguments have been considered, but are not persuasive because Glimcher 
teaches introducing a plurality of candidate agents to the cell and the limitations of Claims 2 and 

3. See above. Applicants' argument with respect to Claim 10 is persuasive. 

4. Claims 1 and 3-9 are rejected under 35 U.S.C. 102(b) as being anticipated by Kushner et 
al. (WO 99/11760). 

Regarding Claim 1, Kushner teaches a method for screening for an agent that 
modulates transcription factor activity, comprising: 

(i) providing a cell comprising a transcription factor of interest and a vector comprising a 
binding site for said transcription factor of interest operatively linked to a reporter gene; 

(ii) introducing a plurality of candidate agents to said cell; and 

(iii) determining the activity of said transcription factor, wherein a change in activity 
between the presence and absence of said candidate agents indicates the presence of an agent 
which modulates transcription factor activity. See abstract and pages 3-6, 9-12, 16-17, 20, 22 
and 31, for example. 
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With respect to step (ii), see pages 3, line 5 to page 6, line 1; page 16, lines 22-30; page 
20, lines 8-13 and pages 13-14; teaching methods for screening for a plurality of compounds that 
modulate the expression and/or activity of the transcription factor in a cell. 

Regarding Claim 3, Kushner teaches introducing into said cell a control plasmid 
comprising a constitutively expressed gene to monitor transfection efficiency. See pages 33-34 
and Figures 2-4, for example. 

Regarding Claim 4, Kushner teaches the reporter gene is a luciferase gene. See page 3, 

line 25. 

Regarding Claim 5, Kushner teaches the reporter gene encodes a fluorescent protein 
(e.g., GFP). See page 3, lines 26-27. 

Regarding Claims 6-7, Kushner teaches the activity is inhibited or stimulated. See pages 
3-6, 9-10 and 16, for example. 

Regarding Claims 8-9, Kushner teaches the cell can be a mammalian cell and the 
expression vector is a mammalian expression vector. See page 6, lines 29-30 and pages 22-24, 
for example. 

Kushner also teaches that any compounds can be screened according to the invention, 
especially those with anti-estrogenic activity. See pages 4 and 3 1 . 

5. Claims 1-2, 4-10 and 12-13 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Cen et al. (US 2003/0170656). 

Regarding Claim 1, Cen teaches a method for screening for an agent that 
modulates transcription factor activity, comprising: 

(i) providing a cell comprising a transcription factor of interest and a vector comprising a 
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binding site for said transcription factor of interest operatively linked to a reporter gene; 

(ii) introducing a plurality of candidate agents to said cell; and 

(iii) determining the activity of said transcription factor, wherein a change in activity 
between the presence and absence of said candidate agents indicates the presence of an agent 
which modulates transcription factor activity. See abstract and paragraphs 4-5, 14, 16-19, 21-22, 
25, 35, 52, 58, 60-61, 67, 75-76, 134-135, 142 and pages 19-21, for example. 

With respect to step (ii), see paragraphs 18-19, 48, 50, 67, 135; teaching methods for 
screening for a plurality of compounds that modulate the expression and/or activity of the 
transcription factor in a cell. 

Regarding Claim 2, Cen teaches the agent can comprise cDNAs. See paragraphs 17, 50, 
74, 127-128, 132, for example. 

Regarding Claim 4, Cen teaches the reporter gene is a luciferase gene. See paragraph 61. 

Regarding Claim 5, Cen teaches the reporter gene encodes a fluorescent protein 
(e.g., GFP). See paragraph 61. 

Regarding Claims 6-7, Cen teaches the activity is inhibited or stimulated. See paragraphs 
16 and 21-22, for example. 

Regarding Claims 8-9, Cen teaches the cell can be a mammalian cell and the 
expression vector is a mammaUan expression vector. See paragraph 25, 35, 49-50, 69 and 112- 
115, for example. 

Regarding Claims 10 and 12-13, Cen teaches the re-screening steps comprising dividing 
the plurality of candidate agents into subsets each containing an individual candidate (e.g., in a 
well), introducing said individual candidate agent into an other cell, wherein said other cell 
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comprises a transcription factor and a vector comprising a binding site for a transcription factor 
operably linked to a reporter gene, and determining the activity of said transcription factor, 
v^herein the dividing of said pluraUty of candidate agents and screening is repeated until an 
individual candidate agent w^hich modulates transcription factor activity is identified. See 
paragraphs 76, 132-135 and Examples 9-11, for example. 



Claim Rejections - 35 USC §103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. PatentabiHty shall not be negatived by the 
manner in which the invention was made. 

7. The factual inquiries set forth in Graham v. John Deere Co,, 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

8. Claim 3 is rejected under 35 U.S.C. 103(a) as being unpatentable over Cen et al. (US 
2003/0170656), as apphed to claims 1-2, 4-10 and 12-13 above, and further in view of Kushner 
et al. (Pub No. US2002/0098477). 
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The teachings of Cen are presented above. Cen teaches the co-culturing of the cell 
comprising the transcription factor of interest with a control plasmid, but does not specifically 
exemplify, introducing into said cell a control plasmid comprising a constitutively expressed 
gene to monitor transfection efficiency. 

However, Kushner teaches that it is advantageous to introduce into said cell (comprising 
the transcription factor of interest and a vector comprising a binding site for said transcription 
factor of interest operatively linked to a reporter gene) a control plasmid comprising a 
constitutively expressed gene to monitor transfection efficiency. See paragraph 100, for 
example. 

Accordingly, in view of the teachings of Kushner, it would have been obvious to one of 
ordinary skill in the art at the time the invention was made to have modified the method of Cen 
so as to have introduced into said cell (comprising the transcription factor of interest and a vector 
comprising a binding site for said transcription factor of interest operatively linked to a reporter 
gene) a control plasmid comprising a constitutively expressed gene. One of ordinary skill in the 
art would have been motivated to modify the teachings of Cen to have introduced into said cell 
(comprising the transcription factor of interest and a vector comprising a binding site for said 
transcription factor of interest operatively linked to a reporter gene) a control plasmid comprising 
a constitutively expressed gene, in order to monitor transfection efficiency. 
9. Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Glimcher et al. 
(USPN 5,958,671), as apphed to claims 1-4 and 6-9 above, and further in view of Kushner et al. 
(Pub No. US2002/0098477). 
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The teachings Glimcher et al. are presented above. Glimcher teaches "a variety of 
reporter genes are known in the art and are suitable for use in the screening assays of the 
invention," including luciferase, but does not exemplify the use of a fluorescent protein. See col. 
32, lines 22-23. 

However, Kushner teaches that using green fluorescent protein is advantageous, since the 
green fluorescent protein provides an "easily assayable product." See page 7, paragraph 80. 
Kushner also teaches 

Accordingly, in view of the teachings of Kushner, it would have been obvious to one of 
ordinary skill in the art at the time the invention was made to have modified the method of 
Glimcher so as to have used the green fluorescent protein as a reporter gene. One of ordinary 
skill in the art would have been motivated to modify the teachings of Ghmcher to have used a 
green fluorescent protein as a reporter gene, in order to achieve the benefits stated by Kushner of 
providing an "easily assayable product" for detection purposes. 
Applicants* Arguments 

Applicants' argue Glimcher does not teach introducing a plurality of candidate agents to 
the cell and therefore, the combination of Glimcher and Kushner do not teach all of the claim 
limitatios. See page 9 of Applicants' response. 
Response to Applicants' Arguments 

Applicants' argument has been considered, but is not persuasive because Glimcher does 
teach introducing a plurality of candidate agents to the cell. See above. 
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10. Claims 10 and 12-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Glimcher et al. (USPN 5,958,671), as applied to claims 1-4 and 6-9 above, in view of Cen et al. 
(US 2003/0170656). 

The teachings of Glimcher are presented above. Glimcher does not exemplify the re- 
screening method steps of Claims 10 and 12-13. 

However, Cen teaches performing the re-screening methods of Claims 10 and 12-13 is 
advantageous for determining the specificity of the compounds that modulate transcription factor 
activity. See paragraphs 76, 132-135 and Examples 9-11, for example. 

Accordingly, in view of the teachings of Cen, it would have been obvious to one of 
ordinary skill in the art at the time the invention was made to have modified the method of 
Glimcher so as to have performed the re-screening methods of Claims 10 and 12-13. One of 
ordinary skill in the art would have been motivated to modify the teachings of Glimcher to have 
performed the re-screening methods of Claims 10 and 12-13, in order to achieve the benefits of 
determining the specificity of the compounds that modulate transcription factor activity, and 
thereby identifying an individual candidate agent that modulates transcription factor activity. 

11. Claims 10 and 12-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kushner et al. (WO 99/1 1760), as appUed to claims 1 and 3-9 above, in view of Cen et al. (US 
2003/0170656). 

The teachings of Kushner are presented above. Kushner does not exemplify the re- 
screening method steps of Claims 10 and 12-13. 
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However, Cen teaches performing the re-screening methods of Claims 10 and 12-13 is 
advantageous for determining the specificity of the compounds that modulate transcription factor 
activity. See paragraphs 76, 132-135 and Examples 9-11, for example. 

Accordingly, in view of the teachings of Cen, it would have been obvious to one of 
ordinary skill in the art at the time the invention was made to have modified the method of 
Kushner so as to have performed the re-screening methods of Claims 10 and 12-13. One of 
ordinary skill in the art would have been motivated to modify the teachings of Kushner to have 
performed the re-screening methods of Claims 10 and 12-13, in order to achieve the benefits of 
determining the specificity of the compounds that modulate transcription factor activity, and 
thereby identifying an individual candidate agent that modulates transcription factor activity. 



Conclusion 

12. No claims are allowable. 
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Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alexander H. Spiegler whose telephone number is (571) 272- 
0788. The examiner can normally be reached on Monday through Friday, 7:00 AM to 3:30 PM. 

If attempts to reach the examiner are unsuccessful, the examiner's supervisor, Gary 
Benzion can be reached at (571) 272-0782. 

Papers related to this application may be faxed to Group 1637 via the PTO Fax Center 
using the fax number (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be 
viewed in the Patent Application Information Retrieval system (PAIR) can now contact the 
USPTO's Patent Electronic Business Center (Patent EBC) for assistance. Representatives are 
available to answer your questions daily from 6 am to midnight (EST). The toll free number is 
(866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of 
the problem. The Patent Electronic Business Center will notify applicants of the resolution of 
the problem within 5-7 business days. Applicants can also check PAIR to confirm that the 
problem has been corrected. The USPTO's Patent Electronic Business Center is a complete 
service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also 
enables applicants to view the scanned images of their own appUcation file folder(s) as well as 
general patent information available to the pubHc. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786- 
9199. y 



Alexander H. Spiegler y / -ap /p 
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